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QSIT VALIDATION WORKSHEET

the process
to be

Item # Goal/Outcome

O1B Increase consistency among investigators for conducting comprehensive

(Activity 1) Quality System inspections of medical device manufacturers.

Term Type of activity (test or analysis) Parameter(s) to be measured

Short Analysis Inspectional Objectives and narrative “‘linkages” describe:
within the “QSIT Inspection handbook”

Scope and

nature of Compare the structure of a QSIT inspection described within the QSIT Inspection Handbook to that of the

current comprehensive inspection technique described within DRAFT CP 7382.830 INSPECTION OF
MEDICAL DEVICE MANUFACTURERS (May 1997) and the GUIDE TO INSPECTIONS OF MEDICAL
DEVICE MANUFACTURERS (December 1997). Determine whether QSIT or the existing technique

followed.? provides for a more defined, succinct and prescriptive methodology for the comprehensive inspection of'
medical device manufacturers. Providing a defined, succinct and prescriptive methodology to all FDA
investigators will help ensure increased consistency in the inspection of medical device manufacturers by
investigators.
Overall responsibility for this activity: R. Ruff (HFR-CE350)
Acceptance QSIT inspectional objectives and linkages provide for a more well defined, succinct and prescriptive
criteria (if methodology for the inspection of medical device manufacturers than the current technique.
known)”
Extent to which the activity measures/confirms This activity will provide direct and objective evidenc
how well the goal/outcome has been met. that the QSIT provides a more well defined, succinct
(strengths and weaknesses of this validation and prescriptive methodology for the inspection of
activity) medical device manufacturers than the current

technique. A potential weakness in this activity is the
some may debate whether a prescriptive technique 1S
effective as a less prescriptive technique.

Re'as’()n(é)- why hie activity represents onevoflthe | This pre-deployment activity will demonstrate that th

best approaches to measuring the QSIT technique is more well defined, succinct and
accomplishment of the goal/outcome. prescriptive than the current technique via a direct
comparison.

Rev.12/18/98

' Short term = pre-deployment event, long-term = post-deployment event

2 Describe who, what, where, when, and how. Include an identification of baseline data that may be useful for
comparing QSIT performance (0 the existing approach.

3 Include a discussion of any limitations in the ability of the activity to objectively measure the goal/outcome.



Tem#

QSIT VALIDATION ACTIVITY REPORT

1B

Increase consistency among investigators for conducting comprehensive Quality System inspections of medical
device manufacturers.

Activity #

Type of activity (test or analysis)- Parameter(s) to be measured

1

Analysis Inspectional Objectives and narrative “linkages” described within the

“QSIT Inspection Handbook”

Acceptance
Criteria

QSIT inspectional objectives and linkages provide for a more well defined, succinct and prescriptive methodology
for the inspection of medical device manufacturers than the current technique.

Summary
of Results

A comparison of the structure of a “QSIT” inspection described within the QSIT Inspection Handbook to that of the
current comprehensive inspection technique (“T1997C”) described within DRAFT CP 7382.830 INSPECTION OF
MEDICAL DEVICE MANUFACTURERS (May 1997) and the GUIDE TO INSPECTIONS OF MEDICAL
DEVICE MANUFACTURERS (December 1997) was conducted and analyzed. A table documenting the
comparison appears as Attachment 1. Both techniques were described in terms of “Tasks”. Each task was
extracted from the appropriate inspectional reference and documented on Attachment 1. This activity attempted to
extract only the tasks which an inspector is instructed to complete during a QSIT or T1997C inspection. Where
either technique consisted of narrative discussions of regulatory requirements, no tasks were inferred. An analysis
of the number of tasks required to accomplish (1) a comprehensive inspection of a non-sterile medical device
manufacturer and (2) a comprehensive inspection of a sterile medical device manufacturer was conducted. This
analysis appears as Attachment 2. For this activity the following assumptions were made (1) QS Regulation, MDR,
Tracking and Corrections and Removals requirements were all applicable and (2) the manufacturer determined
bioburden and used a contract irradiation sterilization service. In addition, Attachment 2 includes an analysis of the
number of “References Providing Inspectional Instructions” that are required to be maintained and utilized during
QSIT and T1997C inspections. Results include:

1. The comprehensive inspection of a non-sterile medical device manufacturer using QSIT requires 139 tasks and
1 reference. The comprehensive inspection of a non-sterile medical device manufacturer using T1997C
requires 188 tasks and 3 references. ’

2. The comprehensive inspection of a sterile medical device manufacturer using QSIT requires 151 tasks and 1
reference. The comprehensive inspection of a sterile medical device manufacturer using T1997C requires 231
tasks and 4 references.

3. T1997C does not reflect contemporary inspectional requirements. E.g. (1) T1997C instructs the investigator to
use the “Design Control Inspectional Strategy included in CP7382.830 Attachment F”and provides guidance
from the “Transition” period. The referenced strategy has been obsolete and the transition period has been
over since June of 1998.

4. QSIT provides a sampling methodology or a specific number when records are reviewed. T1997C provides
sampling instructions only in CP7382.830A for field examination of sterile packages. In a number of tasks,
T1997C requires inspection of “all” records. E.g. (1) “Review all records for the proper disposition of
nonconforming products for assurance that use of nonconforming product has not resulted in the distribution of
defective devices.”, and (2) “Verify history records representing individual devices or lots of devices exist for
all finished devices manufactured.”

This activity has demonstrated that QSIT will accomplish a comprehensive inspection (including Corrections and
Removals) of a non-sterile medical device manufacturer in approximately 26% fewer tasks than T1997C (excluding
Corrections and Removals) and utilizing approximately 67% fewer reference sources. This activity has
demonstrated that QSIT will accomplish a comprehensive inspection (including Corrections and Removals) of a
sterile medical device manufacturer in approximately 35% fewer tasks than T1997C (excluding Corrections and
Removals) and utilizing 75% fewer reference sources. Through the use of sampling, QSIT provides “‘end points”
for the review of records that are not prescribed in T1997C. Based upon the following facts (1) there are less tasks
associated with QSIT (2) there is only one reference source associated with QSIT (also consider ease of
maintenance) (3) the number of records reviewed is prescribed in QSIT and (4) QSIT contains contemporary
inspectional requirements, QSIT has been demonstrated to provide a more well defined, succinct and prescriptive
methodology for the comprehensive inspection of medical device manufacturers than T1997C.

Zonclusion

The findings do [X] do not [ ] meet the acceptance criteria for this activity.

Additional
Comments

This analysis was conducted prior to the conclusion of QSIT Field Test activities. The number of tasks required to
conduct a QSIT inspection may change (increase or decrease) based upon the QSIT Field Test activities.

Activity Champion(s)

| Robert G. Ruff, CSO (HFR-CE350)
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QSIT VALIDATION WORKSHEET

the process
to be

Item # Goal/Outcome ,

O1B Increase consistency among investigators for conducting comprehensive

(Activity 2) Quality System inspections of medical device manufacturers.

Term: Type of activity (test or analysis) Parameter(s) to be measured

Short Test The comparison of FDA483 items to the steps in the
flowcharts in the QSIT Handbook.

Scope and During a Study initiated on 10/1/98 and having a tf;rget completion date of 12/31/98, QSIT trained

pature of investigators in DEN-DO, LOS-DO and MIN-DO are to conduct comprehensive medical device Quality

System inspections using the QSIT. A total of 12 trained investigators are participating in the Study. Each
investigator is to conduct a target minimum of 4 QSIT inspections.

}fOll‘OWGd-z Beginning the week of 1/11/99, the FDA 483s for the QSIT Study inspections will be reviewed by C. Tylka, '
HFZ-320. The QS regulation FDA 483 items will be compared to the steps of the flowcharts in the QSIT
Handbook. The flowchart steps correspond to the key elements of the firm’s Quality System that are to be
evaluated when performing a QSIT inspection.
The results of the reviews will be tabulated and assessed for each investigator within each District
participating in the Study.
The match of QS regulation FDA483 items to the flowchart steps will indicate that the key elements of thé
Quality System were evaluated during the inspection as directed by the QSIT. Evaluation of key elements
among investigators within each district correlates to a consistent approach to conducting inspections withir
districts*.
Overall responsibility for this activity: T. Wells (HFZ-332) and G. Layloff (HFR-SW450)
*Note: Goal/Outcome O1A addresses consistency among Districts.

Acceptance | Majority of the FDA483 1tems correspond to the steps of the QSIT flowcharts.

criteria (if ’

known).

Extent to-which the activity measures/confums This activity will provide a direct and objective

how well the goal/outcome has been met.? measurement of whether the directives of QSIT

(strengths and weaknesses of this validation regarding evaluation of key elements were followed.

activity): The following of the QSIT directives among

investigators within the Study Districts correlates to ¢
consistent approach to conducting inspections. This
activity does not determine if consistency among
investigators has increased.

R’easo'ri(s):wﬁj the activity represents one of the | This pre-deployment activity will demonstrate if the

best approaches to measuring the QSIT directives regarding the evaluation of key
“accomplishment of the goal/outcome. elements are being followed consistently among
' investigators.

Rev.12/18/98

' Short term = pre-deployment event, long-term = post-deployment event

2 Pescribe who, what, where, when, and how. Include an identification of baseline data that may be useful for
comparing QSIT performance to the existing approach.

? Include a discussion of any limitations in the ability of the activity to objectively measure the goal/outcome.



QSIT VALIDATION ACTIVITY REPORT

Item # | Goal/Outcome

O1B Increase consistency among investigators for conducting comprehensive
Quality System inspections of medical device manufacturers.

Activity # | Type of activity (test or analysis) | Parameter(s) to be measured

2 Test | The comparison of FDA 483 items to the steps in the

flowcharts in the QSIT Handbook. A
Acceptance Majority of the FDA 483 items correspond to the steps of the QSIT flowcharts.
Criteria

Summary of
Results

The QSIT Study was initiated on 10/1/98. It had a target completion date of 12/31/98. This
date was extended to 2/19/99 in order to allow for the completion of at least 40 total QSIT
inspections. During the Study period, 12 QSIT trained investigators, 4 each in DEN-DO,
LOS-DO and MIN-DO, conducted medical device Quality System inspections using the
QSIT.

A total of 42 QSIT inspections were conducted during the Study. A total of 28 FDA 483s
containing a total of 200 items were issued during those inspections.

The FDA 483s were reviewed by HFZ-320 and the individual FDA 483 items were
compared to the steps of the flowcharts in the QSIT Handbook.

A tabulation of the results 1s attached.

Key elements of the Quality System were evaluated among investigators within each
district.

A total of 178 of the 200 FDA 483 items were found to match the QSIT Handbook
flowchart steps. Of the remaining 22 items, 10 were directly linked to CAPA and PAPC
flowchart steps. The remaining 12 items appear to be linked to PAPC flowchart steps.

The findings do [X] do not [ ] meet the acceptance criteria for this activity.

Additional
Comments

As referenced in Item # O1A (Activity 2), the frequency of subsystem deficiencies was not level across the
Districts. For example, deficiencies in Management were cited at a rate of approx. 3/1 (i.e. 3 FDA 483 items
per FDA 483 issued) in District 1, 0.4/1 in District 2, and 2/} in District 3. The cause(s) of this aberration is
unknown. This aberration does not appear to exist among investigators within districts.

Activity ;C:ﬁampion(s) ‘ Georgia Layloff (HFR-SW450) and Timothy Wells (HFZ-332)

Rev. 2/12/99
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QSIT VALIDATION WORKSHEET

Item # Goal/Outcome - , Sl

O1B Increase consistency among investigators for conducting comprehensive
(Activity 3) Quality System inspections of medical device manufacturers.
Term! Type of activity (testor analysis) | Parameter(s) to be measured i L

Short Test Coverage of the 4 major subsystems of QSIT as reported

in the EIR.

S'cope and | The QSIT directs coverage of 4 major subsystems of the Quality System — Management Controls, Design
“pature of Controls, Corrective and Preventive Action, and Production and Process Controls.

the process | puring a Study initiated on 10/1/98 and having a target completion date of 12/31/98, QSIT trained

to be ;5 Tvestigators in DEN-DO, LOS-DO and MIN-DO are to conduct comprehensive medical device Quahty
follOWed; “~ | System inspections using the QSIT. A total of 12 trained investigators are participating in the Study. Each
-~ investigator is to conduct a target minimum of 4 QSIT inspections.

Beginning the week of 1/11/99, the EIRs for the QSIT Study inspections will be reviewed to determine if the
major subsystems were covered during the Study inspections. The results of the reviews will be tabulated anc
assessed for each investigator within each District participating in the Study.

The match of EIR reported coverage to the 4 major subsystems will indicate that the subsystems were
evaluated during the inspection as directed by the QSIT. Coverage of the 4 major subsystems among
investigators correlates to a consistent approach to conducting inspections*.

Overall responsibility for this activity: T. Wells (HFZ-332) and G. Layloff (HFR-SW450)

R S *Note: Goal/Outcome Q1A addresses consistency among Districts.
Acceptance | Majority of EIRs report coverage of the 4 major subsystems
criteria (if

known).

Extent 'tt”)f which the activity measures/confirms This activity will provide a direct and objective

how well the goal/outcome has been rn_ét} measurement of whether the directives of QSIT
(strengths and weaknesses ‘of this validation: coverage of the 4 major subsystems were followed. T
activity: Co following of the QSIT directives among investigators

correlates to a consistent approach to conducting
inspections. This activity does not determine if
consistency among investigators has increased.

y tﬁé?zéétivi"‘t‘y reib es .

Reaso | , This pre-deployment activity will demonstrate if the
‘! best a __r_ogaclies':':to-vmeaSurihgtzthe QSIT directives regarding the coverage of the 4 majc
accomplishment of the goal/outcome: subsystems are being followed consistently among
| 5 - investigators.

Rev.12/18/98

! Short term = pre-deployment event, long-term = post-deployment event

2 Describe who, what, where, when, and how. Include an identification of baseline data that may be useful for
comparing QSIT performance to the existing approach.

3 Include a discussion of any limitations in the ability of the activity to objectively measure the goal/outcome.



QSIT VALIDATION ACTIVITY REPORT

Item #

Goal/Outcome

O1B

Increase consistency among investigators for conducting comprehensive
Quality System inspections of medical device manufacturers.

Activity #

Type of activity (test or analysis) | Parameter(s) to be measured

3

Test Coverage of the 4 major subsysterns of QSIT as reported
in the EIR.

Criteria

Acceptance

Majority of EIRs report coverage of the 4 major subsystems.

Summary of
Results

The QSIT Study directs coverage of 4 major subsystems of the Quality System.

The QSIT Study was initiated on 10/1/98. It had a target completion date of 12/31/98. This
date was extended to 2/19/99 in order to allow for the completion of at least 40 total QSIT
inspections. During the Study period, 12 QSIT trained investigators, 4 each in DEN-DO,
LOS-DO and MIN-DO, conducted medical device Quality System inspections using the
QSIT.

A total of 42 QSIT inspections were conducted during the Study. The EIRs from 40 of those
inspections were submitted for review by COB 3/10/99. The submutted EIRs were reviewed
to determine if the 4 major subsystems were covered during the Study inspections.

A tabulation of review results is attached.

14 of 14 EIRs from District #1 reported coverage of the 4 major subsystems.
11 of 12 EIRs from District #2 reported coverage of the 4 major subsystems.*
14 of 14 EIRs from District #3 reported coverage of the 4 major subsystems.

*In one instance, coverage of Design Controls was not attempted because Design Controls had been assessed
during a previous El of 6/25-7/10/98 and found to be NAL

The findings do [X] do not [ ] meet the acceptance criteria for this activity.

Additional
Comnients

When objectionable conditions are observed based upon samples of records chosen using the sampling tables
found within the QSIT Handbook, the Sampling Plans Instructions contained in the Handbook direct
investigators to state in the EIR the Sampling Table and Row used to select their samples. The EIR review
revealed that, in general, references to the Sampling Table and Row were not being made by the investigators.
While not directly related to this particular activity, this issue is related to the Outcome Ol - Increase
Consistency. Therefore, the Handbook has been revised to provide clearer instructions to the investigators
regarding sampling and reporting. In addition, QSIT training materials are being designed to address this area.

Achwty Champion(s) ] Georgia Layloff (HFR-SW450) and Timothy Wells (HFZ-332)

Rev. 2/12/99



Item # O1B (Activity 3)
EIR review for reported coverage of the 4 major subsystems.

TABULATION of REVIEW RESULTS

EIR not submitted by COB 3/10/99
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3C3 X B
3C4 X B
3D1 X A
3D2 X A
3D3 X A
i 39 | 1 A
Time in position as investigator, where A = 1-5 years, B = 6-10 years, and C>10 years

Note: When objectionable conditions are observed based upon samples chosen using the
sampling tables found within the QSIT Handbook, the Sampling Plans Instructions contained in
the Handbook direct investigators to state in the EIR the Sampling Table and Row used to select
their samples. The EIR review revealed that, in general, references to the Sampling Table and
Row were not being made by the investigators.



